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Claims 

What is claimed is: 

1. A methofi for treating conditions leading to bone 
loss, which comprises administering a 
therapeutically effective amount of a purified and 
isolated OPG protein in conjunction with 
substances ^elected from the group consisting of 
TNF-oc inhibitors; serine protease inhibitors; IL-1 
inhibitors /\IL- 6 inhibitors ; IL-8 inhibitors; IL- 
18 inhibitors\^2<5E modulators; FGF-1 to FGF-10; 
FGF modulatoa^^A PAF antagonists; MMP modulators; 
NOS modulatory* modulators of glucocorticoid 
receptor; modulators of glutamate receptor; 
modulators of LPE levels; and noradrenaline and 
modulators and mAcnetics thereof. 

2. The method of\claim 1, wherein the OPG protein is 
OPG-Fc. 

3. The method of claim 1, wherein an IL-1 inhibitor 
and the OPG protein are administered. 

4. The method of clcro_m 3, wherein the IL-1 inhibitor 
comprises an IL-l^a polypeptide. 

5. The method of Claim 4, wherein the OPG protein 
comprises an Fc reglpn. 

6. The method of clainy|, wherein a TNF-a inhibitor 
and the OPG protein aire administered. 

7. The method of claim 6 \ wherein the TNF-a inhibitor 
comprises sTNFR-I, sTNffR-II, or a fragment of 
sTNF-RI or sTNF-RII linked to an Fc region. 

8. The method of claim 6, Wherein the TNF-a inhibitor 
comprises 30 kD PEG sTNFR-l. 

9. The method of claim 6, whkrein the TNF-a inhibitor 
comprises a 2.6 kD sTNF-Rl\ fragment . 

10. The method of claim 9, wheAein the sTNF-RI . 
fragment comprises 3 0 kD PEL 
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11. The method of clVim 6, wherein the TNF-oc inhibitor 
comprises sTNF-Rl\c linked to an Fc region. 

12. The method of claiV 6, wherein the TNF-oc inhibitor 
is etanercept, 

13. The method of ClainC^LO, wherein the OPG protein is 
OPG-Fc , 

14. The method of claim 1\, wherein a serine protease 
inhibitor and the OPGvprotein are administered. 

15. The method of claim 141 wherein the serine 
protease inhibitor comprises a SL.PI polypeptide. 

16. The method of Claim 14, \ wherein the OPG protein is 
OPG-Fc. 




17. The\method of claim 1, wherein an IL-1 inhibitor, 
a TNFSrOt inhibitor, and the OPG protein are 
administered . 



18. The method of claim 17, wherein the IL-1 inhibitor 

co mprises an IL-lra polypeptide. 

ThA method of claim 17 , wherein the TNF-oc 
inhibitor comprises sTNFR-I , sTNFR-II, sTNFR 
fragments or sTNFR-Fc . t . _ 



20. The method of claim 17, wherein the TNF-oc 
inhibitor comprises 30 kD PEG-sTNFR-I. 

21. The method of claim 17, wherein the sTNF-RI 
fragment is a 2 . 6 kD fragment. 

22. The method of claim 21, wherein the sTNF-RI 
fragment comprises 3 0 kD PEG. 

23. The method of claim 17, wherein the TNF-oc 
inhibitor comprises sTNFR-II linked to an Fc 
region . 

24. The method of claim 17, wherein the TNF-oc 
inhibitor is etanercept. 

25. The method of Claim 17, wherein the OPG protein is 
OPG-Fc . 
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26. The methodNpf Claim 1, wherein an IL-1 inhibitor, 
a serine protease inhibitor, and the OPG protein 
are administered. 

27. The method of\ claim 26, wherein the IL-1 inhibitor 
comprises an IL-Ira polypeptide. 

28. The method of claim 26, wherein the serine 
protease inhibivtor comprises a SLPI polypeptide. 

29. The method of Claim 26, wherein the OPG protein is 
OPG-Fc. \ 

30. The method of claim 1, wherein a serine protease 
inhibitor, a TNF-4x inhibitor, and the OPG protein 
are administered. 

31. The method of cla^m^3 0, wherein the serine 
protease inhibitor comprises a SLPI polypeptide. 

32. The method of claim u7, wherein the TNF-oc 
inhibitor comprises sTNFR-I , sTNFR-II, sTNFR 
fragments or sTNFR-Fc\. 

33. The method of claim 30, wherein the TNF-oc 
inhibitor comprises 30\kD PEG sTNFR-I. 

34. The method of claim 30,\ wherein the TNF-oc 
inhibitor comprises sTNER-II linked to an Fc 
region. \ 

35. The method of claim 30, ^(herein the TNF— oc 
inhibitor is etanercept. \ 

36. The method of claim 30, wherein the TNF -a 
inhibitor comprises a 2.6 kD sTNF-RI fragment. 

37. The method of claim 36, wherein the sTNF-RI 
fragment comprises 30 kD PEffi. 

38. The method of Claim 30, wherein the OPG protein is 
OPG-Fc. \ 

39. The method of any ot claims 17 to 38, wherein the 
condition treated igTrheumatoid arthritis. 

40. The method of any o^claims 17 to 38, wherein the 
condition treated is Imultiple sclerosis. 
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41. The method of any V^f claims 17 to 38, wherein the 
condition treated &s osteoporosis. 

42. The method of any ofe claims 17 to 38, wherein the 
condition treated is osteomyelitis. 

43. A method on treating an IL-1 mediated disease, 
which comprises administering therapeutically 
effective amoaunts of an IL-1 inhibitor and a 
serine proteaae inhibitor. 

44. The method of alaim 43, wherein the IL-1 inhibitor 
comprises an ILVlra polypeptide. 

45. The method of claim 43, wherein the serine 
protease inhibitor comprises a SLPI polypeptide. 

46. The method of claakn 43, wherein the IL-1 mediated 
disease is asthma. 

47. The method of claim£i3, wherein the IL-1 mediated 
disease is rheumatoid arthritis. 

48. The method of claim 4^6, wherein the 
therapeutically effecqive amounts are delivered by 
pulmonary administration. 

49. A method of treating TNF-mediated disease, which 
comprises administering \therapeutically effective 

. amounts of a TNF-a inhibitor and a serine protease 
inhibitor . \ 

50. The method of claim 49, wHerein the TNF-a 
inhibitor comprises sTNFR-l, sTNFR-II, sTNFR 
fragments or sTNFR-Fc. \ 

51. The method of claim 49, wherein the TNF-a 
inhibitor comprises 30 kD PEG sTNFR-I. 

52. The method of claim 49, wherein the TNF-a 
inhibitor comprises a 2 . 6 kD teTNF-RI fragment. 

53. The method of claim 52, wherein the sTNF-RI 
fragment comprises 3 0 kD PEG. \ 
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54. The method d>£ claim 49, wherein the TNF-a 
inhibitor comprises sTNFR-II linked to an Fc 
region. \ 

55. The method of\claim 49, wherein the TNF-a 
inhibitor is etanercept . 

56. The method of claim 49, wherein the serine 
protease inhibitor comprises a SLPI polypeptide. 

57. The method of claim 49, wherein the TNF-mediated 
disease is rheumatoid arthritis. 

58. A method of treatrripfcr inflammation, which comprises 
administering an lA-18 inhibitor, a TNF-a 
inhibitor, and an IL-1 inhibitor. 

59. A method of treating rheumatoid arthritis, which 
comprises administering an IL-18 inhibitor, a TNF- 
a inhibitor, and an 11.-1 inhibitor. 

60. A method of treating stjE, which comprises 
administering an IL-18 \inhibitor, a TNF-a 
inhibitor, and an IL-1 Inhibitor. 

61. A method of treating GvHD, which comprises 
administering an IL-18 inhibitor, a TNF-a 
inhibitor, and an IL-1 irltiibitor. 
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